recalled that in 1904 he began a research into the connective tissues in carcinoma and antecedent states. An interim report was made in 1907 in the Report of the Middlesex Hospital Cancer Investigation Laboratories, and in 1908 the results of the full research formed the subject of the three Hunterian Lectures he gave at the Royal College of Surgeons.
DISCUSSION ON CHRONIC VULVAL SKIN LESIONS Mr. Victor Bonney recalled that in 1904 he began a research into the connective tissues in carcinoma and antecedent states. An interim report was made in 1907 in the Report of the Middlesex Hospital Cancer Investigation Laboratories, and in 1908 the results of the full research formed the subject of the three Hunterian Lectures he gave at the Royal College of Surgeons.
The gist of his results was that in all sites of carcinoma malignant down-growth of epithelium was preceded by profound changes in the connective tissue underlying the epithelium, or in other words that malignant down-growth of epithelium never primarily took place into healthy connective tissue.
In studying carcinoma of the vulva he soon became aware that in almost all cases the malignant disease was superadded to pre-existent leukoplakia. This connexion had been pointed out by Hulke many years before but no research had been based on it. He (V. B.) coined the appellation "Leukoplakic Vulvitis" to describe what was from the start an inflammatory change, and he distinguished three stages: an early stage where the subepithelial tissue became flooded by inflammatory cells, chiefly lymphocytes and the epithelium was proliferating rapidly; a middle stage where the subepithelial tissue had largely lost its collagen fibres and its yellow elastic fibres entirely, while the epithelium, greatly hypertrophied, formed deeply penetrating interpapillary processes and exhibited intense surface keratinization, whence the white appearance. In this stage fissures, erosions and warty elevations appeared and it was in such that the earliest histological evidence of malignant epithelial invasion was to be found. If this danger was escaped a third stage was entered on where the subepithelial tissue became densely fibrous again and the epithelium, still heavily keratinized, tended to become a flat sheet. Bv this time the pruritus characteristic of the disease had often stopped altogether and the patient ceased to complain but there was no return of the tissues to their normal state.
In 1909 he and Sir Comvns Berkelev read a paper-before the Section on Leukoplakic Vulvitis and its Relation to Carcinoma Vulvae, Berkeley doing the clinical aspects while his research supplied the pathological details (Proc. R. Soc. Med., 3, Sect. Obstet., 29).
In this paper Berkeley and he drew a distinction between leukoplakic vulvitis and that atrophic condition marked bv shrinkage and very tender red patches around the vaginal introitus, urinary meatus and vestibule. Previously they had been considered as different manifestations of the same disease and were called white and red kraurosis. They pointed out that in svmptoms, distribution and histopathological structure thev were entirely different, and suggested that the tcrm kraurosis should be limited to what had been called red kraurosis, whilst white kraurosis should in future be known as leukoplakic vulvitis.
There were many conditions causing vulval pruritis and amongst them some which were liable to be mistaken for leukoplakic vulvitis on account of their whitish appearance. He himself had described one of these ("Lepidosis Vulvae", Proc. Roy. Soc. Med., 3I, 1058), but the dermatologists apparently held that leukoplakic vulvitis was their old friend lichen planus masquerading under another name, though there was no likeness between the two. Lichen planus was a patchv disease having no specific distribution. Leukoplakic vulvitis was not patchy but affected a whole area from the start and this area had a characteristic distribution, namely the hood of the clitoris, the labia minora and the fourchette. Occasionally it was true that the itchy area extended back around the anus but even then the changes in the perineal and perianal skin were histologicallv different from those of the vulva, and more resembled those found in primary pruritus ani. Of the very large number of cases of leukoplakic vulvitis that he had seen any coincident affection of the skin of the body at large was exceedingly rare but with lichen planus the very reverse was the case. The lesions of lichen planus could be entirely recovered from, not only symptomatically but histologically, while in leukoplakic vulvitis histological cure never took place, the tissues affected being permanently altered.
Finally, leukoplakic vulvitis tended to become carcinomatous while there was no such tendency with lichen planus. Leukoplakic vulvitis and kraurosis vulvae formed two clear-cut entities with which everv gynaecologist was familiar. He appealed to dermatologists to accept the labels given bv gynaecologists to describe these two separate conditions and so clear up what up to the present time was a depressing muddle.
Dr. R. T. Brain: It is bv no means certain that a group of cases having similar clinical features have a common pathological basis, even though the histological features mav be very similar, as, indeed, one would expect them to be. The reaction of the skin, as in the case of other organs, is chiefly manifest by the well-known featLires of inflammation, and so it is that manv chronic inflammatorv lesiens of the skin present similar ities which do not allow the most expert pathologist to make a diagnosis with any more confidence than his clinical confrZere.
The first lesion to consider is lichen simplex, which is usually regarded as a neurogenic lesion resulting from prolonged scratching. Thus, every case of pruritus vulva is bound to be complicated by some of the features of lichenification which is made manifest by a general thickening of the skin, presumably because repeated trauma maintains a chronic inflammatory condition, and the friction and the dilatation of vessels account for hypertrophy of the epidermis. Histologically this is shown by acanthosis, enlarged papillae produced by down-growths of the epidermis, and various degrees of cedema and infiltration of the papillae and the underlying dermis. Hyperkeratosis may be marked. Clinically, lichen simplex is recognized as a well-defined area of dull red or brownish red colour with marked exaggeration of the normal grooves of the skin, which divide the thickened area into lozenge-shaped, flat papules. When the skin surface is maist, the increased horny scale is macerated and whitened and the appearances are indistinguishable from those described by Bonney in 1938, which he termed lepidosis vulvae.
Chronic irritation of the skin by external factors such as irritating discharges and recurrent mild infections may produce very similar appearances, and they are the secondary features of many cases of chronic dermatitis and eczema, very familiar to dermatologists.
Psoriasis of the vulva may closely simulate lichen simplex and since pruritus is common at this site some degree of lichenification is usually superimposed upon the psoriasis. However, the eruption precedes the symptoms, the colour is a brighter red and the skin surface shiny, with a thin, closely adherent scale which shows silvery lines when lightly scratched. The mons veneris is often first affected and the lesion then extends over the external surfaces of the labia majora to the perineum and anal region, and may involve the whole gluteal cleft. Psoriasis rarely affects the mucous surfaces but instances have been reported; mostly buccal lesions similar to those about to be described in lichen planus. The diagnosis may be facilitated if characteristic lesions are found on other parts of the body and thimble-like pittings of the nails and subungual hyperkeratosis may give helpful clues.
Seborrhceic dermatitis somewhat resembles the flexural type of psoriasis and may occur as a variety of intertrigo mainly confined to the deep folds or involve the pubic area and labia majora. The scales are soft, greasy and lightly attached, thus differing from psoriasis. Pruritus is a variable feature but when marked the soft skin is readily damaged by scratching and moist fissures, weeping dermatitis or eczema are common sequelae.
Mention should be made here of the other types of intertrigo. The simple type is due to friction or to irritating discharges or urine especially if glycosuria is present. Infected varieties may be caused by pus cocci, yeasts or fungi as well as the seborrhaeic type just mentioned.
Lichen planus may affect the vulva as part of an extensive eruption or may be localized there. In the former instance the diagnosis rarely presents difficulty for although aggregated papules may resemble psoriasis or lichen simplex, the discrete lesions are characteristic oval or round, flat-topped, lilac-tinted papules having a shiny surface stippled with fine white strie. When generalized the eruption is symmetrical and the papules on the flexural surfaces of the forearms are readily recognized. The lesions itch, often intensely, and may persist for many months eventually fading into brown macules or atrophic spots. Atrophy may be an early feature and involve the whole skin which is manifest most patently when hairy regions are involved and a permanent alopecia results. Besides the atrophic variety of lichen planus, bullous, hypertrophic and follicular lesions occur and the rarer manifestations of this disease provide some of the most difficult diagnostic problems of dermatology which may also baffle the expert pathologist.
Lichen sclerosus vel atrophicus is an outstanding example. Identical or very similar lesions undoubtedly occur at times with indisputable lichen planus lesions but in many cases the papules of lichen sclerosus keep their identity and neither clinically nor histologically can their relationship with lichen planus be incontrovertibly established.
The eruption of lichen sclerosus consists of irregular, polygonal, flat-topped, white papules or macules, discrete or grouped. The smooth shiny surface of each papule is speckled with minute, dark, horny plugs or with the dilated follicular orifices left by such plugs. Later atrophic changes produce a thin integument resembling parchment or wrinkled tissue paper. Lichen sclerosus is said to be six times more common in women than in men and usually develops in the later decades, but may begin in childhood. The sites affected are the upper parts of the trunk, the neck, axillk, and forearms, and the vulva. In 20 out of 46 cases mentioned by Ormsby and Montgomery (1943) the vulva was involved with other parts of the body, and in 6 cases the vulva Section of Obstetrtcs and Gynaccology 433 and anus only were affected. In this series no lesions were observed on the buccal mucosa. Pruritus is slight, and only occurs in about half the cases. The histology shows relative and absolute hyperkeratosis with horny plugging of the hair follicles, atrophy of the epidermis with flattening of the capillary processes, cedema of the upper part of the dermis, and an infiltrate beneath. No obliteration of deep vessels is seen as in morphcea and kraurosis.
On the vulva the papules may be arranged in linear or circinate patterns and are sometimes aggregated to form larger nodules, especially on the external surfaces of the labia majora, in the genitocrural flexures, on the perineum or about the anus. Larger confluent lesions may present a smooth parchment-like area or a rough, horny patch and narrow horny bands may be seen on the internal surfaces of the vulva, extending from the mons veneris to the anus, sometimes invading the vagina. The course is usually very chronic, and the ultimate atrophy causes shrinking of the labia minora and folds of the clitoris. When the orifice of the vagina or the anus is involved considerable contraction is the result. Red areas and telangiectases are often seen with the atrophic areas. There is little doubt that in the late stages lichen sclerosus gives a clinical picture indistinguishable from that described as kraurosis.
In the differential diagnosis of white patches on the skin we have to consider morphcea or localized scleroderma, which may produce lesions very similar to the atrophic patches of lichen sclerosus. Sometimes the lesions arise as smooth, waxlike plaques in the skin, or they may follow an erythematous reaction, and some red or lilac colour may persist round a white lesion.
Vitiligo or leukodermia also produces white depigmented areas in the skin, but the absence of atrophy indicates the diagnosis. k Let us now consider lesions of the mucous membranes. Lichen planus commonly affects the mucous membrane of the mouth and the vulva and it may occur independently in either situation. The characteristic lesions consist of opaque, white, greyish or silvery flecks, or streaks or patches, and occasionally small flat-topped, ivory-coloured papules may be seen. Patients are usually unaware of the existence of these lesions.
The term leukoplakia has been applied to a number of white lesions of the mucous membranes. Schwimmer (1877) described two types, the first showing greyish or silverywhite streaks and patches and a smooth shiny surface, which corresponds to the lesions of lichen planus and lupus erythematosus, and very rarely of psoriasis of the mucous membrane, and it is obviously less confusing, if there is any clinical evidence of these diseases elsewhere, to label the mucous membrane lesions according to the disease of which they form a recognized part.
The second type of leukoplakia described by Schwimmer consists of whitish, thickened, and rough horny patches which represent hyperplasia of the epithelium, and perhaps a better name for this condition is leukokeratosis. It is recognized that this condition is precancerous, and its association with senile keratosis has been observed. Leukokeratosis of the buccal cavity is known to be related to local irritation and chronic infection, and it is therefore not surprising that the condition shQuld occur with greater frequency on the mucous surfaces of the vulva in chronic pruritus, whatever the cause of the pruritus may be. A chronic vulvitis is bound to occur with scratching, not only as the result of trauma, but by the inevitable infection of minute excoriations and in elderly patients who are probably predisposed to epithelial hyperplasia one would expect leukokeratosis to develop. Savill (1940) regards this as the probable explanation of leukoplakic vulvitis, as described by Bonney (1938) . Hunt (1943) considers that many of the cases described as leukoplakic vulvitis are late manifestations of lichen planus or a clinical variation of it, lichen sclerosus. Bonney (1938) lays stress upon the precarcinomatous states, amongst which leukoplakic vulvitis is one of the most impressive, and therefore it would appear that the condition he describes as leukoplakic vulvitis is leukokeratosis, but some of his clinical and histological observations certainly apply to lichen planus and lichen sclerosus.
It should be remembered that thickened, white patches occur on mucous surfaces as a result of yeast infection. (1885) is essentially a condition of cutaneous atrophy of the pudenda with shrinking, and from a dermatological point of view one would regard the condition as a syndrome which might follow any atrophic skin disease, such as lichen planus or lichen sclerogus, as well as senile changes. Whether there is a clinical entity for which the name shou4d properly be reserved, as suggested by Bonney, I am quite unable to determine from the literature, and one's personal experience is too small to justify a criticism of his thesis.
Kraurosis vulvae as described by Breisky
I am indebted to the monograph on "Diseases Affecting the Vulva", by Dr. Elizabeth Hunt, and to papers by Dr. A. Savill.
Dr. Agnes Savill (London) said she had been fortunate, during the last war, to be near Paris, where she saw much electrotherapy for women's diseases; after that she had seen the pioneer work of Cumberbatch with diathermy for pelvic conditions. Many vulvar conditions had been sent to her by gynaecologists, usually wrongly named leukoplakia. True leukoplakia was very rare: raised white patches which later became malignant. The majority of vulvar cases could be grouped under three headings: (1) Lichenification: admirably illustrated by Victor Bonney in Proceedings, 1938, 3I, 1057, under the title of "Lepidosis". This occurred at any age, thick, grooved, dry (unless complicated), due to scratching, lasting long, not malignant. (2) Dermatitis (eczema); swollen, weeping, crusted, with horny layer sodden and white, which gave rise to the wrong label of leukoplakia. Usually associated with vulvitis, and when secondarily infected, extending to all adjacent skin. This was the condition often called "Leukoplakic Vulvitis". In its later stage, subepithelial infection led to contraction, atrophy, and hence to confusion with kraurosis. It should be described as the late or contracted stage of leukoplakic vulvitis. (3) True kraurosis was seen in elderly or castrated younger women. This was an atrophic condition; Darier's classical description is advocated also by Hamilton Montgomery of the Mayo Clinic, who has carried out histological research on all these vulvar diseases. Dr. Savill believed that the caruncle, the tenderness on passing water, the red, often purpuric patches so often seen with true kraurosis, are due to recurring complications-vulvitis, urethritis, and senile vaginitis. B. coli infection is a frequent cause of these recurrences of active symptoms with kraurosis; treatment with urethral ionization relieves most patients. The contraction of both the later stages of "leukoplakic vulvitis" and of kraurosis can be immensely and rapidly relieved by pelvic diathermy. Full details of cases observed over a long term of years were described in her papers-Brit. J. Derm. (1940), 52, 321 and 353; and J. Obstet. and Gynxc., (1942) , 49, 310. Mr. Stanley W. Wright: Little has been said regarding the treatment of these cases of leukoplakia. In 1942 Shute of Toronto published a paper (I. Obstet. Gynec., 49, 534) in which he pointed out that there were two types, judged by their response to treatment. One group responded to oestrogenic therapy, the other was aggravated by cestrogens and responded to progesterone. A case was described which had the clinical appearance of leukoplakia, in which there coexisted non-ovular bleeding, a diagnosis supported by the histology of the endometrium. As this appeared to contra-indicate cestrogenic therapy, progesterone was given: 5 0 mg. twice weekly for two weeks; 5 mg. weekly for a further four weeks. Immediate response of the leukoplakic condition was noticed-all irritation disappeared in five days, and within two weeks the condition of the vulval skin appeared almost normal. POSTSCRIPT (14.6.44) : The patient remains well on a maintenance dose of 2-0 mg. progesterone every other week, although the menses remain heavy. It is interesting to speculate whether hysterectomy for the menorrhagia will result in permanent cure of leukoplakia.
Dr. Janet Bottomley: Many patients complaining of chronic lesions of the vulva are seen in the, gynmecological out-patient department, but leukoplakia as described by Mr.
Bonney is rarely found. The majority of cases show one or other of the conditions described by the dermatologists. It is most suitable that these patients should be treated in co-operation with the skin department.
Kraurosis responds rapidly to cestrin, which I give in the form of pessaries. Leukoplakia is resistant to treatment by conservative means.
Dr. H. C. Semon thought the condition so ably described and illustrated by Bonney and designated leukoplakia vulvae must be very uncommon in dermatological practice, in which pruritus vulvx, due to a variety of causes, abounded. He could not recollect seeing more than one or two cases, clinically similar to those described, in over thirty years of hospital and private work. The other entity, kraurosis vulvae, appeared to be equally rare.
In neither of them, considering the underlying histological features, in which atrophy and eventual fibrosis seemed prominent, would he use X-rays except as a very temporary measure, and in the smallest doses, as an antipruritic treatment. He agreed that much damage had been done by radiotherapy in such cases by overdosage in the patst, and dermatologists generally were very much alive to the risks involved, and differentiated their cases accordingly. He thought the symptoms of radiodermatitis described by a previous speaker, in which hypertrophic changes seemed predominant, were possibly due to some other cause-as atrophy and telangiectases with shifting of pigment, were more characteristic of radiodermatitis.
